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iiiinnriiriitTff I > . n.ic..c»,«.x« 

e.»po.itio« b.»lM i-SM«« eoitiM 

.1- ,r.Ph,l.e.tc.»V, t. ,.„ia. th. 

.o»..i.- '""'"-U inh: T'^" .« " -till.. .Pr.r 
.it. ..e» .th.. 1. «. «"^\\7„'^„.^.,. „ „„T 

»tlU.i«. .«h ^,„l.ti.> -thod. 

„ I. tb. .... «« ■ e..«. 

e..tin«. .« "f"^. ■"riw.rt.w. i« tb. .».t.i.- 

..pi., u .».t.t«- '"jr** i« «,d.. to pt.»id. 

*ecortin,ly. It i. 

mv-ti n t .v.r "h 
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,u>>.t.ntl.»r ^„oe.,.»X« c«.Mn9 b. 

th. e..ti« c«»"«l"« »» • ,>.f.»l>ly *. 

- r ^^^^^^ 

..l.tlv. to . .".«.«* ^ ^ .«„th. tot 

.„to>in.t Xy 45 niinut f « 

ninut «. .,.Mttlitl « * " ■*•*" * 
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,twd.rt t..t OSFXMI MM. I ^^^^ . ««iele« 

,ppro«l-.t.lr «lcf.c.».ul« 
eompesitlon o£ ■ Cor« 

.pp».i»t.>T 300 m '"'""Ji' MO,.. 

, r-r £ ----- 

tho «iietoc»P»ole. p»ovi4«« • 
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A 1 t 2S0 ttf> 

" b. p.t.ie»l.t>T •"'""V.J,,, b. l» tM 
.rpro«ii»Mlr •-•«» >" ^jii M understood. 

.rc.rdi»,.r. r^;-. •« «- 

10 •ietooopoolo eo.ttii9. ti.«r.dlo«t -«r «• •«» 

.«t.i««i "lo... o. doi^ "I- ,„„ai„t «» b. 



20 



« .^A C««bl»0»«ai*»w» 

su>:=2r.-;™r^:— ^■-"»- 

«ttbiotic. '•«^-*V';^„'J^'° ,odl«. -.fellli. 



Oi9t.tr.oyeXi>o BCX. ■^"•"^"^^j^a.^^i. ,.X.rtt.t , 

'^••^t; Hct"r:iri-i. Toe'l«, .ltrot.r..«i. ..dio-. 
liiwe^in MX. MdroebXotido. 
H.„o.ld..oX.. t«X»dlM 

«tit»b.«»Xo.l. ^ chXorldo. 

«.oxi~.9ic »;;:'.:,^^"*'::Uido. .y.i-.ti».i-. 

aotbaaoeoX ChXortdo, ».o.»i»~i" 
,5 btoolde. imoXodlM »»l»otropliio 

eiirc py« .aiph.t., iftMnth 

m.thylbro«ia«. Hyo.cy.mln« --^P 



H mate pin* 
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(g|008 
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bromide. H^^o-c^. ^J^.,^, chX.ria.. 

Bpbuarin*. Eph«drln« HCl. BP"~ hydrochlon««. 

iron P»«p»r»t»oM iaciuoms 

»^«cMo.i-.. »t«wr.»-* ""'/"nUiox h%.-cw.'" . 
«.e.i«-i*. ""^"tl " '-.loT ~X..t.. T.e.i-W. 

^^^^^ 

DleleCmie •Odin"- ■•pi"«"» 
llwviofm. Kotop«.f««. »•"•»"*•"• co«.lii« 

Chlorprom .In. *>y*rochl rid.. ^.^ j„ 

Pr«o..ln hydr chXorld . Thi tida.l« 



sodium* 
sodiun. 
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Stl~l.n" P*«.»>«».. 

» l«elu-i« ..nUi-i" Ci-..iai».. 

o«Bl»o«Hi»w smooth , 

VitaiBlat Includlnfl tb»»i«^ 
Aseosbte •eld. including J»i»Bt«din« 

cMotld., Pot«.iium A.coxb.te. Sodi 
j^seorbat*. «lcotlns ••lt«. 
30 All oral »«nlellll»« 
oral cephalo«po«*»» 
oral Amlnoglyeoaid«8 
Oral Hacrolldea 
oral Monobactama 



39 oral Rifanycln analoguea 



oral Tetracyclia a 
oral Vmnma* 
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10 



th« form of • ^^j^, t tha 

,i» * »«»ptot «t.iro»l.M .ueb » 

,.eb •• II»0PW1»1»»' «BB-$t»rota.l 

.„«-i-.».».t.n- an.,. C"-^^; ,.,„ai«.« ^vin, . 

Pl..r-.e.utle.x oo»»o.i»lo» w b. pr«.l«- i- th. «»« 
„ ai.,.r.ibx. "Vj;'V«.rai« to th. ».~«t 

I .^i«/«nay t.k. W suitable form fV^^M upon tha 
T t prr£iXrT.^rrad. Tho eo,tlM co.*o.ltlo» from 
reloase profiXo ^•^^'^ . include. • «tor 

Mbieta the microcapsule coating IB xo™» 

30 rxi:::: .-tn::! h....t.. -^rru' ^.r '4 

ot aorylate. or mathacrylatea having a low qu 
•«««nium content an4 blode,r.d.hl«^^^^^^^ 

The wBter Ineoluble (matrix) po*ynw - 

i. th. eo.ti« «o-p..iti.. -„':^;»:,"U".:: 

,5 .pp«.i«t.X, t. X.0» ^ «J^«*^; ',7'^ Lcr.c.p..X. 
IV weight baoed on the dry weign* 

th. ...«ht -hich h. 

e th. e-.ti»g * th. -i« .».«x c i« .iti » «» 



H/02/88 MUN 11; 38 VAX 
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co» tituf » . Qo f •'^!*LiVlly a non-.olv.nt r po t 
compcltlon but I. .cttv. lng»edi«»t. 

«.il.t tK. .ctiv. i««'****"^^-i;V„,.ntien. th. .ctiv. 
.clvent, in thi. •'^•^^ "'^^^^^ th. .olvent during th. 
ingr«»l«t will P"^^'**'*' r.pldly th.n th. 

„icroc.p.ul. coating -^^''•^^^^^^^^ t,o„ .icohol. .uch .» 

Th. 50lv.nt W b. .„e„bon. such 

„.tK.nol. .th..ol. ^•^^^•"::ta.)^ »^"C.rbon. .uch 

cycloh...... '-""VlchVorJlth.ne h.. b<^h ^» f 

p.rtlcul««Xy .uifbl.. ™ ^ pr.C.r.bly 

.«o«nt. of from .PP«««-««*«^'^ »^ of th. 

.0.95% by wight 

„lerecap.ul. coating «icroc.p..»l. 

Aceoraingly. th. 
coating co«,oaltlon ».y «;«'«^"«; ^i,„t b...* on th. 

■pproximat.ly 3% to 7S» ^ ^.^^^.o. of • 
total wlU of th. coating co«po.ltlon 

inaolubl. poiyn-*; ^ i«igbt o« a polyworl© 

0 to appro«i««t.Xy 72%J«r • ^^^^^^^ 

•B .ci4-»olubl. <t.v.«a. •nt.rici p 

coatina. th. J?^^'"*^, lathy icllulo.e phthalat. 

.ctat. n-thaccylic acid 

CHPHCP). polyvinyl '^liuloa. actat. -ucein.t . 

copolym.r. f.«lli«^-t- and th. Ubo « 

.h.llae, cuuioa. "^T^.V.^ed .nt.ric poir-" 

„l,t«t.a th.r.of. 'V^^^^'^Vr .^Ultic ...in- b...4n, 
mclud a«il-»ynth.tlc or .ynth 

carbosyl groups. „^ i„ th coating 

th. .nt rl P iy»«« nay oe p 



10 
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„ e.t.wy .p»r..l».t.ir »» t 7»* w 

to 25%. Of .n enteric '•^T*'' j^^. pr.fer.bly 3% 

0 to approxliMtely S0% by wex9»c. j 
.•«.n«p wfttar loluble co«pe»ent. 

:rxXr7xco.»r« -i:-" .-«.. - - 

..X.».. eo»t . th. »«llti- ">•••• .XMXln. PH. 

patient. ^mm*^ Miaaae cove oeatina 

Aeeordinfly. the nodlfiefl releaae 

nay inclufle tav weight beoed en the 

approalmateiy 20% to 97% -oig" 
30 *ry Wight of the mlctocap.ul. coating 

ineeluble polyiaec; ^ 
approslmately 3% to bo% oy 

3, «t.. .OX.M. th. 

„x .. .« « ~r - ,r;.t.x;%.T 

*n bp Wight, b.».d .» 



Jill^lfl„!!i^ll-iiiilL.?lA* NO. 646 K.XH^^*, ^^^^ 
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rt. !•»•»»• Mt-'^' .el« UBdM »»• "•«• 

th. w«r«« •nt.ji.e poijf™* ^ *,si«ht. mota 

•iL » «T - «.«r r.:^! 

tciacBtln. ttlbueyi ^^^^ j^,^,, 

tt. »ie.o«.».»X. ««^*""" eiwourln. .."it*. 

30 fill... «» *• .rbrt^t .M »lxt»r« twrsof. 

the i»ic«oc«P«ul« co«po«it»o». xe eoiw««itlon 

" . cording to tH. «^;— ^^^^i^^^:: "..An, f cry-fXUn 

..P.ct r.t. is 

coloBS rat a may 
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KO.eoec £>i-.ipi«»«» 
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wK.r« thm ph.nB«ceutic«lly -c^l^ 
high. "^^V* «f r or rgaalc .oWnt 

solubility' tt« r.l ~' 

accordingly i» . pr.f r-blV 

«^ mclud. .ppcoxlmately X0% ec ,etlv 
75% to P5% »V *'B*ght of • P»» 

.ppro«i«.t.iy ^cia.. 

, .upplen.nt.ry "'•^.^^^^^^^ poly-.«.. •»« P«'*^-"^ 

water soluble poiy»e»e •««• 

e»clplent.. component mey be provided « 

The -''^•"•""'^J^ti^. ingredient or - • 
5 intimate «i»ture with the formed, 

.,u.ou. o. OMMte ..ivnt »« i,„, ^.th .«* 

la th frMWW* « • b «tr « 
fOT th« inier«e.p»ul oo»tlB«. 
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2068366 

*x«-«~l«. ,„ .r 

* :trr.rx«« uc.«, 

disselutlos p»oCl3.«* 

itbieh proc«»» includw 

eondttet«d .t • ptoc«»» t«ip«r.tur. 

«. V.b.t.nti.liy —th 
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V.P ration rat of th. solvent such that a .ub.tanti.lly 

continu ua c at •^i.itin. -^-^ ^^^^^^ 
IS produc d. Th c ncantrati n ot non-s Ivent e.g. i»»ter 
p JeTanould l.e kept vary lo- .»d that, in ""^i-^^ » 
5 liZ th. controllod drying condition., """-J; 
lictocapaule. with smooth and -'^"^^^ 

factors may be Interrelated. Thus the higher the 

pressure required in the system to gxva 

;:r« ^;'"c..:::r rr. J.«.x. 

«„«.t o« . .«it.bl. ..lv«.t th«.f«, throu,* th. .p»y 

:.. a«. point -„r;;t.x;"rno" o'rr;^^^^^^^ 

' Th. a.yi«s ... ".y >- »...t- « ""'tliiimit 

- ^ i - & # iBMrature toeloif the boiling p 
the rate f ^ * J^"'V«cVa. teit^r.ture in the 

of the s Ivent may be used. A procoop 
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..'c T.;" Inl.t t:^r.tur» will t„ic.ll, 

be in «• *#• sa'C. Control of 

- 

fo».tlo» «« • »•»»• « throMh to Bote poiou. 

total iteight of the ii»ic«ocap»u ^ active 

clement of et lee.t one ph.rm.ceutlc.lly 

iagreasent; •»* ,lmately 90% by -eight 

„e . .u:rnri:r^^^^ continue- «ic. c.p.ule 



11/02/9 8 MQN 11:42 FAX 
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e .ting on th« c 4„oi„bie polymer, 

«po»itlon mcluaiBQ • »»t V* exhibiting • r-duc d 

said microcapsule coatxng 

btoncbodllatora »uch a» f » 



and 
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IS 



20 



.e ranitidine hydrochloride 
K receptor antagonist. •«« 

aStl-i«flan«atonr dn.9». „eording to tbi. a.pect 

The method o£ .ppiicable where 

.dibits an unpleasant „^ ^ taore Cully 

The pxe-ent i*-'**^^'^ .c^«P.-yi«MI 
a..crib.d with reference "^iJ^lJ^^^^ Z^^r. that the 
drawing.. It .houid he ^^^^^^^^ ^^^^ .,ould not 

Te^ttr irrr^r.. • - -"-"^^ " 

th. invention apeoified ebove. 
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i^lrtea .»eb th.t tb. »'» eenSuet.* .t 

« pt.-le.d.« «ltb ..l«bt >^^«* «.. 
cneentrti. =t "/"ri:: Te^^r.n.. ^«b r.P« 
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rtr:;:." .r." % . - ----- 

eo»e.»t..tio» «»8t M «»»Sh •>■—"'• *" 

P.CC.... *t»i.u. „t.. 

tluid »tt»p«>»lon to poMdor fhouW bo 

clloetoa 1» .ueb • " j, eoMoetod f.o- th. 



2S SOO 



p«reorinad at pH 1.2. 6^8 or 7.5. 
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Bthylc«lXulo»^ 

EudraBit «100 ; « 
Par»c«ta«ol 75-135 

Ketbyl«. chlori*. * ;,.ep,lty or.dln, 

Th. otbylcalluloae had • .eeta«ia phen 

was .iaved to glvo flkoat r than 95% 



I 
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Ethyic«llulo»« , 
. v/| ^ Budrmgit BlOO | 



20 



as 



30 



X?"" — 

•ad •vipotation r»t». ^ was psoaucsfl with 

,„a„ct -ill •'•t. s..t.i. "»«- 

Will relB«»« ripiaiy 4n co««c* i 9 tban in 

J;.;uence of ror«»l.tlo« on overall »t... 



35 Buata ined »•!•••• Theophyllin. 

Bthyleallttloae . 

polyethylon glJyeol 6000 » « 

Th. phyUine . * « 

Dlcbl roiBothan* 
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8«tay.d dry un*er similar cenditi n. as 
to ::r/oI t.™p ratur . vapour co.c.ntrati n and 

.vaporation rata.^^^ white po-ear -a. ^"--•^J^^^^,:::: 

^ w.n4»* DlBaolution testing showed 
Of th. t..t. of *'~'''^^".^"^„.°V"„t. of 15* b-u.. 
pH indapendent release at a cons^en 



£nteric coated DicloeeB.c 

■thylcell«l«>»« ■ 
KVMCIiS-HF- 

•^"^ sodium Dlclofenae 9 

Example l<a> to coattol tempetature, 

Dlssolutloe tasting ahowod a Wc 
profile. This is Illustrated in »iB*re 8. 
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A .eties oC .icrocapsule cosvoeltlons -ere 
p„pared ^t.lVsZ the active ingredient. X and 2 listed 

below. ..».«--, is eimiXar Cor each 

The process for preparation is sxinx* 

actlv. ingredient an* i. a. follows: ^ 

Active ^ 
Bthylcelluloae (IC> 

CBaCl./SC solution. under 

* * ...<i*i4«fl auaoansion wss sprayeo www* 

The ^ I. that is dry air <dew point 

standard condlti ns, that »■ « - - o-e. 

! is-O at a process temperature of S t B C. 
<-l5 C) at • ^ i„ , „obtle Minor Slro 
The spray was concuctoo 



(2> 
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..J.. ..... r^." r"r::. 

— r^. ^^^^^^ ^ 

Table 1 Indicate* tua rei.*"^- 
how the active may «eapo«d in the eoatxnw 



Active 



Aqueous Solubility 
(approx.) 



30 



35 



Ranitidine HCl 
soxyeyeliae HCl 
Fseudoepbedrine KCl 
Naproxen >a 
Fazaeetaael 
Theopbylllne 
Aspirin 



I/l-lO 

X/3 
1/X.6 
1/10-80 
1/70 

1/iao 

1/300 



QkleroCona solubility 
(•ppzes.) 

inaeluble 
insoluble 
X/CO 

iaselttble 
1/SO 
1/200 
1/17 



Table 1 indicates the crystal -orpboiogy. J^er. 
-le. ! " usd. rel... fre« Stanul . U 9e««ally 

r": th.: ti.:: «y.t.i. ^ th -tiv. 



fe.N0V.1998 iZ--4S 



no, o«Ks r . CM*' 

2068366 



-al- 



io 



15 



20 



25 



Morphology 



Aspect Ratio 



Do»ycyeli»« kCI 
PsoudoopliBAcine HCl 

Aspirin 
Haprosan Ma 
paraeotanol 
R»nltidia« HCl 



30 



Cryatallino 
Cryatallina noddies 
Crystalline needles 
Granulate 
Granulate 
crystalline 
Granulate 



2:1 
5:1 
6(1 

1:1 
l.S:l 

1:1 
1:1 



Fioure 4 is a dissolution proCile graph showing a 
J ..ven actives with si-Pl* etfcylcellulose 
:::::eeeV. rV.:iutions .er. co-ducted at pH S.B in 
flow through cells. 



eanvasitien 



IS 



StbH C»lXalo» » ,« ! 

».»e.t— 1 <«itMn 17S t. 250 |«> • 

process of the pres nt invention. 

^ fed minture to the epray 
in this enampl , th re u 
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Cgmgancnt 14.00 

Ethyl Cllulopft ^^'^^ 

5 Methylene Chloride ^4«»oiv«!d la th» 

The ethyl cellulose «»• dl»»»i^«> , • 

taete-natfcinv cone*»tent with the p 



20 Figures 7C»> ^ 

X series of "^"croespaulo product. «till.l»0 
. liaHW weter ooluble sctl^e were prepered Ih 
,.nitld*»e. . hlgh^ • mvehtloa. A 

aecerdaaee with the pro«w»- 

2S hu»ber or diasolutlon r.te as follows, 

microcapsule coat to ^uce « .-.Piously described). 
(I) pol,«er costlhg ^^^^J^^'J^^^":^^^^^ 



30 



I BeB&»na — - — 

Ranitidine Bicrocspottlos 

(from Bxanple above) 



3S 



polvner coat*n« o*ww- %— — - 
- lot »»r«««l» •oa<»t*» 

. J!^; .) "a 

, r >!. t: at ef »»nltidiii« BCl. 
(a) PoXyMt e .tin, .«t« -« 
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(a) WBi Btn^inq 

_ Hard P»taffi» 7.» g 

- Ranitidine KCl *® ' 

but a«o».tr.ted miniM.1 
Z . hl,h in 'itr. ei..«l»t4»« r.t. 1- PH ... 
phosphate huttmt* 

<b) Ifllxatt^MtiM resuspended 
the product from (ai aow^w «vi 
;„ . Chilled <5-C) methylene chloride 
.olution of ethylcelluloae and i^^** 
' .gain employing the u.ual proce.e eonditiona. 

- wan eealed ranitidine HCl XO « 
. EthyleeXiulose »10 10 g 

- Hethy lone chloride 100 g 
outlet temperature waa S*C, ^ 
m«e a aho-a . .uh.t.ntiel decrease in the 

,n Vitro relea'e r.te consi.tent with i.pro.ed t.ete 

^« core fonmilatlone were preparea 
» A serie. of core to ^ ingredient to 

utiUalng JJf ' " to the core to reduce 

illustrate further modifications « 

dlaaolutlon ratee. 50 g 

<l) Banitldine aci ^ 

ii4r<. Mobile Minor, spray dryer. 

Hire MODxxo giving an outlet 

fxom the walls .copically the powder 
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polyirar c .ting by tbe standard in»th d d aeribad 
previouBly- 

<2> Ranitidine KCl *® « 

Hydro«ypropyl nethylcelluloae* S g 

Purified water * 
[•Pbamaeoat 61S3 ^ ^ 

Five percent HSKC wa. added aa a binder/ 
thickening agent to increaae the particle aiae of 
the product. The ranitidine HCl and HEMC wer. 
dissolved and the wl.cou. aolution -pray dried 
under the aane conditions described above, 
(a) Ranitidine HCl SO g 

Rydrozypropyl mathylcelluloae 5 g 



CaCOg (fine) 
Purified water 
CaOO, was 



30 



lOg 
100 g 

incorporated in the foraulatlon to 
act 'as a -seed core- around wrhich the actiire 
material could be precipitated. 

The for»«lation .pray dried under the aame 

condition. doBe«lb.d above. 

The product collected aa before. 

Micro.copic.lly the .pherical bead, .hewed none 
of the central void, .een in the previous 
examples. The ab.ence of central voids reduce, 
mechanical damage during tablettlng and 
subeegueat chewing. 

Finally. It la to be understood that various other 
modification, end/or alteration. »ay be made ^Ithout 
departing fro. the .pirit of the preeent Invention a. 
outlined herein. 
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r:v'v::;. iv.'..cH »ic»c.,.ux. i..x.~. 

p„r».c.»We.ny .etivi ee.tl»u.u. 

„ic.c..p.«i. i„«i«bi. p.ir-« 

«...i«ti.. '«;"^^;;„^„^ .„.-ti»i., '""tin 

. «i..Bl»tioi» pro*il» of tl» coating 

to Cl.i» 1. «»>orol» th. ""'^VA to • .twaort 

I. th. »ic«c.P..l.. -V. . P.rticlo .1.- c« 

r -r^Jz^^ nf ^^^^^ 

r.«»ii-rr . nun. ^rp.».c......«, — 

s. » t..t.-— >»< *ti«r?, 

..Letod f»o- .MHo»l". ,,^tor» *t»»». 

i;^j:r;rt.«::c:;oAtr.«io-. . 

,. * "•''^"'^.Jr^ it,, of .ppxo.i-.t.iT 3.0 
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elenent including at la.st n phtrmaceutleally active 

ingreident; and 

approximately 10 t 90% by »«ight oC a 
substantially smooth and continuous niorocapaule coating 
S en the core element formed from a coating composition 
including a water insoluble polymer. 

9. A taste-masked free-flowing powder according to 
Claim I, wherein the coating composition Includes 

sppro«lmatBly 3% to 75% by weight bssed on the 
ID total weight of the coating composition of a water 

insoluble polymar; 

0 to approximately 72% by weight of a polymeric 
component seleetsd from one or more of an enteric polymer, 
an acid-soluble (reverse enteric) polymer, and a partially 

IS water soluble polymer: and 

approximately 25% to 97% by weight of an organic 

solvent* 

10. A taate-maaked free-flowing powder according to 
Claim 1* wherein the microeapaule coating includes 

^0 approximately 40% to 100% by -eight based on the 

dry weight of the mleroeapaule coating of a water 

Inaoluble polymer; 

approximately 0 to 50% by weight of an enteric 

polymer; and 

25 0 to approximately 50% hy weight of a partially 

water soluble component. 

XI. A taste-mesHed free-flowing po«.dec according to 

Claim 1, wherein the mleroeapaule coating includee 

approximately 20% to 97% Iqr weight based on the 
30 dry weight o£ the mlorocapsule coating of a water 
Insolublo polymer; ^ 

apprexlmat.«ly 3 to 80% by weight of an 
acld-aoluble (reverse enteric) polymer; and 

0 to approximately 40% by weight of a partially 

3S water soluble component. ». 
12 A taste-masked free-flowing powder according to 

Claim I. wh rein the microcapsule coating la fommd by 
spray drying fr m au.pmmil » or dispersion f the 
pharmac utlcally actlv ingredl nt in a o luti n of th 
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.ti«, «f .i" » ^» • »' ' ' 

15. ^ ^99^ aetivtt ingredient 

. eowouna of bi.h " th. 

nipplMMBtatT eoiopPMnt fono» • 

I. X pffec«»0 tot p wallas • 

dissolution pt «ii « 

wbieh pt coss Ineludos 



— E.NOV. 1998 12148 N0.646 

2068366 

-28- 

ptoviding a 6u£eiei nt amount £ 

ftt I a»t on« pharmac«uticaXly actlv 

ingredient; . , ^, 

a Bolution of a coating compoaltion including 
g a water insoluble polymer; and 

en organic aolvent therefor; 
suspending or dispersing the pharmaceutically 
active ingredient in the coating eolation; and 

spray-drying the auepension or dispersion in e 
10 drying gas having a low dew point to form ' 

l7 A Prcces. according to Claim 18 wherein the 

dridng chamber include, a controlled amount of the "^l^-^^' 
20 A proces. according to Claim 19, wherein the 

soivent concentration in the drying ga. is maintained in 
le fcHa ranee of approximately 40,000 ppm or mora. 
15 the .ecording to Claim 20, wherein the 

spiay-drying process is conducted at a process temperature 
of from approsimately S-C to 15-C. 

A A process according to Claim 21, wherein the 

20 waier insoluble polymer includes « major proportion of 
ellVl caXlulose, and the solvent include, methylene 

Chloride.^ .ethod of treating a patient, which method 

iLludes administering to the patient • *»»-"t«U!i»h:i 
p.opbyl.cticelly effctive amount of a *"*'J*"*^ 
fteUlowing Po-der including microcap.uies * 
plrllcle si., of approimately 300 w» or less, wherein 
each microcapaule include, an effective amount of 

s cere element including at least one 

phermaceutically active Ingredientl and ^«„-,.nueus 
• substantially an-ooth and contlnuoua 
microcapaule coating on th. core element formed from a 
connrcomposition including a water insoluble polymer, 
coating comp^ B^crocapsul. coating eshiblting a reduced 

3S dissolution »Jom..^^^^^^^^ ^^^^^ ^^^^^ 

„icr 3, , ^ ^i,ht based n ^ 

total w ight £ the costing compoaiti n f a water 
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insoluble polymar; 

0 to •pptoxiroately 72% by weiflbt of a polyniaric 

conpenent selected from one or nu»re of an enteric polyiuer. 

an acia-aoXuble (reverae enteric) polymer, and a partially 
S water soluble polymer. 

25 A method according to Claim 24, wherein the 

pharmaceutically ^ctlve ingredient Xb selected from 

analgesics, bronchodilators. receptor antegonists and 

non-steroidal anti-inflammatory drugs. 
10 26 A method according to Claim 25. wherein the 

pharmaceutically active ingredient ie selected from 

aeeteminophen. ranitidine, doxycycline. pseudoephedrlne. 

naproxen and theophylline or salts thereof. 

27 A taste-masked free-flowing powder according to 

15 Claim I. aubatantially as hereinbefore described with 

reference to any one of examples I to 5 and 7 to B. 

28. A t«»te-«aBked free-f lowing powder according to 

Claim I. in the form selected from sprinkles, sacbeta. 

Chewing guns, tablet.; including chewable. disperslble or 
20 effervescent tablets. gums. losenges, 

suspeneions. injectable, implantables, inb.l.nt.. fiHod 

capsules: including filled gelatin eapsuXe.. 
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Various mctivmm cemtmd with slmpim 
ethyleauul099 tnombrntwrn, Moltats fn 
pH &J bytff In now Uiroi^h emits. 
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FIGURE 5(A) 
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FXGURV 6 



Comparison of release rates from ethyl 
cellulose coated paracetamol produced under 
conditions of dry and ambient Inlet air. 
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FICURB 7(A) 




ricuse 7(B) 
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Percent Ranitidine HCI released from micro 
capsules comprisinff; 

a) polymer membrane only, 

b) wax seated polymer membrane, and 

c) a polymer coated wax membrane. 





